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AB A method of gene therapy is provided which comprises 

the delivery and expression of a DNA sequence which encodes a protein 
involved in the regulation of smooth muscle tone in a smooth muscle cell. 
Also provided is a method of regulating smooth muscle tone in a subject 
comprising the introduction and expression of a DNA sequence encoding a 
protein involved in the regulation of smooth muscle tone into a 

sufficient 

no. of cells of the subject to regulate muscle tone in the subject. The 
invention also provides recombinant viral and non-viral vectors 
comprising 

DNA encoding a protein involved in the regulation of smooth muscle tone. 
Further provided by the invention is a smooth muscle cell which expresses 
a gene encoding a protein involved in the regulation of smooth muscle 
tone. Specifically disclosed are methods for regulation of bladder 
smooth 

muscle tone in e.g. patients with bladder dysfunction. The methodol. of 
the invention is also applicable to erectile dysfunction. 

AN 2000:144766 CAPLUS 

DN 132:189688 

TI Gene therapy for regulating smooth muscle cell tone 
IN Christ, George J.; Melman, Arnold 

PA Albert Einstein College of Medicine of Yeshiva University, USA 
SO PCT Int. Appl., 83 pp. 
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AB Cancer preventive retinoids and carotenoids are antiproliferative and 

up-regulate connexin43 expression and gap junctional communication (GJC) . 
To det. if effects on GJC are central to actions of these compds . we have 
created HeLa cell clones contg. a tet-inducible Cx43 gene. Clones 

respond 

rapidly to induction by doxycycline with Cx43 synthesis and incorporation 
into junctional plaques. In dense cultures, induction results in 
decreased proliferation. Clonal heterogeneity among HeLa cells with 
regard to Cx43 expression and neoplastic phenotype was also discovered. 
These results support the hypothesis of growth control via GJC. 

AN 1998:714455 CAPLUS 

DN 130:108402 

TI Connexins and carcinogenesis: upregulated expression of 

connexin 43 by cancer preventive agents or by gene transfer 
decreases proliferation and expression of neoplasia 

AU King, Timothy J.; Fukushima, Laurie H.; Bertram, John S. 

CS Cancer Research Center of Hawaii, University of Hawaii, Honolulu, HI, 
96813, USA 

SO Gap Junctions, Proc. Int. Gap Junction Conf., 8th (1998), Meeting Date 
1997, 357-361. Editor(s): Werner, Rudolf. Publisher: IOS Press, 
Amsterdam, Neth . 
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AB The expression of connexin43, the primary gap-junction constituent of 
glial cells, was evaluated at the messenger RNA and protein levels in 
different grades of astrocytoma to investigate the relevance of gap 
junctions in herpes simplex virus-thymidine kinase (HSV-tk) -mediated 
gene therapy of brain tumors. Transduction of the 
retroviral-mediated HSV-tk gene into tumor cells with subsequent 
administration of ganciclovir has recently been used as an experimental 
therapeutic strategy for treatment of brain tumors. One aspect of this 
approach is the bystander effect, which augments the efficacy of this 
therapeutic approach. Glioblastoma cells with minimum levels of 
connexin43 

protein were transfected with a connexin43 complementary DNA. These cells 
manifested a marked increase in the in vitro bystander effect, supporting 
the contention that the in vitro bystander effect is a consequence of 
metabolic cooperation between cells mediated by gap junctions. To assess 
relative levels of gap-junction protein expression in the relevant tumor 
type, we examined primary astrocytomas, primary astrocytoma cell 
cultures, 

and glioblastoma cell lines. Although most astrocytoma tumor samples 
expressed connexin43, they differed in the level of expression, with the 
greatest variation exhibited in high-grade astrocytomas. Primary 
glioblastoma cell cultures and established glioblastoma cell lines also 
displayed some variability in connexin43 levels. In aggregate, our 
results 

anticipate that glioblastomas will have a varied bystander effect during 

HSV-tk gene therapy depending on the level of 

connexin43 expression. 
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TI Protein and messenger RNA expression of connexin43 in astrocytomas: 

implications in brain tumor gene therapy. 
AU Shinoura N; Chen L; Wani M A; Kim Y G; Larson J J; Warnick R E; Simon M; 

Menon A G; Bi W L; Stambrook P J 
CS Department of Cell Biology, University of Cincinnati, College of 
Medicine, 

Ohio, USA. 
NC P20-NS31145 (NINDS) 

SO JOURNAL OF NEUROSURGERY, (1996 May) 84 (5) 839-45; discussion 846. 
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